REFKO0811HE5E
SfM3E8AL1A

WwHEE ) RERRE

R REAEER (R)
ERERAREER B & - B

HERREHRnEEREES (R)
‘#EREEREER B K

RS BAERRBERRE
( &~ H 4 I )

PL CGRP HLABIAN (R D Al fE HEET 1 T A V OREICHE S BESE
TEIZDW\W T

BT CORP FUARIAI 1723 U Tl oW, [T L~vxX~v7 (BT 1A
DEcEFERHEET A R 7 A 20T BIER : AF1 34 8 A 11 BATITIAZKES 0811 5
5 HEAFBEER - AEHAREERLFEETHRER®EN) OBy, REEHHEET 1 N
TAVNRESNIZ L ZATTHR, ZHICHES BAIORBEA EORBERFEERLY Tio b
B LT250T, EETORBKRERER, B8 MRS L CRAMMEEZ BBV LET,

(1) 723 UETFE26mg ) I onTi, EfFERAHED A K74 1280, B
PR NI AT A BN +oBE T2 ETCOM AEROBREEZ M ZIT5 2 &0
RSN DBEEICH LCERT D L & b0, BWERANREL LEBRICHRERIIGE & 5 2
ENTFRE—EOBEMG M- T EREECHERT L5 +08ET T &,

(2) ARBIFIOFEEBEIBIZ Y- > T ROFEL ZEBMAMEORMEMICGEH T Z &,
O ABFNCETIBEOEMLEE & L TEREB SN TV AERMIZOWT, ITOTIZi#%Y
L. A ~FDOWNTNNDOFEEOEMEDRELZAL TCNAZ LEEINTNATRD, &



HRBIC S Tz - T, 2REEIAMEORHEMICLLTOT ~24 0 5 b E T H 0
(TERRZEMT | 25 TEMEHA] $TO b%YT 5 b0E2TRR).

7 ESIFIERIES 2 EOMIIFHE R ET LicBic, R % 23 2 RBOBHIC 54
UL EDBGRIRBREH LT 5,

A BAARMRZER
v BARTREE
X
+

“
[ WA

AANHYS (BERREME)

AN
=
BB N R R

® AFOBEEBEFTIS » AU EICB TS 1 2 A2 O EER A% (FEER XA E
RO o7 B DIEH,

@ AHIOEEDODETZDHWNZHT- > TE, LLTFTOTIZEE L, A ~TDWT &
FTBRETHIZEEHRTIIELENTWA D, AFIERGHIO FEEREIEDFR
FEMNHIERIC X 25Ok (TRIVEREGT | o TRNREEFT] 05 bL%%T 5
HDEETREED),

7 IERYEER OCORERBEOAEIIAESEZBEICER L CWABETHY . i
OOREEEYNAT> CH BEAEFRICIELZ ST LT 5,

A ARFECEEARO A BEREIEORKEMNHIEDO T DRP+2IE LT
SO TE 220,

v A CEEARRO F BB REAEDOFIEMHIFE D WFTIL0308 | A MHEDME < A SUIAE
N TE 720,

T R CTEEAFEO FBERBIEOFREMFIFEOWNT22 2R IIBEEREFE OB
SN D EEMEA~DIRNRS B 0 U TE 220,

(3) AFIRETITEROFBE +5ICBE L, 4BFIC 1 EHREOHGIIAAERE B
3y A (3E&KE#), 12 BEIC 1 BREOHEIIAFBREGMIMHGE 3 » A (1 EESHK)
Xix6 r B (2E#E#%) 2 BRICIER EOAFRMEZFHE L TEROBEDRD bivis
WBEIZIE, REIOFEGHIEZEBET DL & SN TWD 2D, HRkaHli 2 £ L 7R

DIRRI I EOMEMIC, JEROBENBD LN LT D &,

(4) AREFHOHREHIAR S, EHANTREHGOERIZ OV TRET L, SR FEFEFEILOHE
R-BEEICLY ARAEBICEE E TSR RoTZHETIE, AFIORSHIEEZZE
THZ Eq



N

RAKER 08115 5 &
4 f 3FE 8 A 11 H

TR
| REFRED |[HEEES B B B
%R K
BANBEER - EEEERERLEETRRE

(& B & )

T xA<T7 (BlaFifz) WAOREEREET A KT 1
(FrERRFEAEDFIEIH) (DN T

BREMBOES L WEDOREARFTE 2016 (k2846 A 2 HEZERE) I8
WO EHMEESOFERORBEIMHELZRD Z ENEVIAENTZZ L2
FC EHNERLEZBCMBEREE R 20 KEERMEED A K
TAVEERT AL LELE,

AR, TLwxAv7 (RETEBZ) BAE (REL: 7V CETE
225 mg ¥V UV) IZOWVT, A EEMEIED BRI LCHERT BB
BEEHZIRO LB REERAMET A FT A L TRYVELDEL
DT, FOERICE - TE, ATA FTA VIOV TERSND L9,
BEENOEREBEROERICHT 2 EM %2 BEVLET,



I HHEET A N4 v
Z LR AT (BaE#z)
(BR5e4 : 7V a B FHE225mg vV )

S 348 A
JE A A

RS




B

S, E PP

X DI

AR ORE, 1TFR#T
B IR FSAR
HER I DT
BExSB LD EBE

BRI L TEE T N&EHIE

P2
P3
P4
P16
P17
P18



1. IZC®IT

E DA - REMEDOHEMRDTZ DITIE, BT SIEHICE SV IERE AR D
bND, &b, THEOREEINTOESC XV | PLAEIRRS OEHOI 2R RE T
PETAHAERLVARENDIF T, ZTNHDERMLEZEIINE L $ 5 BEICHEDICRE
THZENRBEOREL Lo TRY, RFUEGER L HEDOEARFEE 2016 (TR 28 £
6 A2 BRREIRE) 2BV Th, BEFNEEXREOHEHOREMMEZNLZ L LSh
TWd,

FHEERAMFE 2 AT ERMT, BEERASCREM T r 7 7 A VBBEFEOESREM & 1
BNNCERDZ ENHD, 07D, AEROLEMEICET HEFRITOEREIND
FTOM. YZERGLOBRE LM ZIT 2 Z LR BE I LTEMAT L L &
B, BITERN R LB BB fihE & D2 L BAfER—E DB Z -3 ERE
B CHERTAZENEETH D,

LEERoT, KHA FT4 0T, BAREEOINE TIBELN TV IEZEZN -
BRI RIS & | UToERGOREER 2 HET 28800 LELREF, X
FROHEEFEERL T,

BB RKAA BT A 0%, MSATBE NEIE G ERERR S, —RERENBAR
RS —AEEEAN B ARER Y S, BN BARR S —BRAEREANBAR
PRI AR 2 R OV EFE B FITEENE N B AR M NIERFROWm I Db LR
L7,

KL BERS  TYa bR TE25mg v Y
(—34 . 7L v A~7 (ElicFH#z))

FE LR DHEIEE . R E O FEAEANHI

HELRABERORE EE, RACIE T L2 X~T (EEFE#z) & LT4EBIC
1| 225 mg #F FHRE5425, T 12 B8 1E 675 mg Z KT
B59 5,

f 3% R e ¥ F - KRR SHT




2. ARFNOFEH. ERIRF

TYabvtBETFE255mg v Y (L 7 b~ A~ T GBia ) LT TR
F) X, WA OBIRAC LY b= BEFEESTF F (Calcitonin gene-related
peptide : CGRP) \Zf5 A3 5~ U ARIBEAHE KO B Mg o7V o G (IgG) 2Aa/kappa
T/ 7 —FAHETH D,

FEER DR IEAETRIT F 2+ ORI S T AR 03 i) B 0> O BN EE R O 1. 4 T
WCHFET D ZXHROMBIZERT A2 LT, —KRER=2—n OIEMHEREZ Y |
HREFER DD CGRP ROV T A ¥ AP 72 E O ML EFEIWEDIRIRATF R S,
TR AELE 0 C OFRFR R MESIE WAL XA, M8 OB 2R IEARIC ARV A ORI S
HTETERRmMBELD EVHIFPIBEN TS Y,

ZDEHIZ, CGRPIZHEROREABIZBES LTRBY, £/ 7 —FTAHKIC LD
CGRP OAE L, REREIEORELZ I T 5 Z L BN D,



3. FEREREGE
JEETR FEAVE O FIEANH O A FREFIC RN 21T - 7= E R EERFEBR O GG 2 =~

(1) 1B ABEm AR 25 & Ui [ERRAE R 2 I/IFEEKER (406-102-00001 FRER)
[FRBR D]

KRNI DOBEZE R 22t &2 a3 2 B BT, 184 7 885 (Chronic Migraine, LA T [CM)
B 569 B (BARNAT9 BlEETe) 2xf%e LIoBEMMLTETRT T AR RER
BRAS B AR OEE oD 67 Mgk TEM Sz,

4 WEDAZ Y == TH (R—=2T 1) 1T 2 BEN_EERKESHR & &
Nz, —_HERKRGHMICE T 21HREORE - ARBIIR 1 0EBY Thol, TEFT
MEE L, —ESHESY 12 8IcBT)2 4870 OFEEL EOFER B HO~N—
ATA UL DELELE ST,

x1 _EERESHMICBTEREORE - HE

AL - BE
7T 'R FS5eRE 4REIC 1E, 1288 Gt3E) KT#HSE
FIENEAFK] 675 mg ™, LIEIEZAR] 225 mg % 4 BRI 1 E, 12 8 Gt
AK 225 mg/4 BEE
A2 mgBE oy s
IAKI 675 mg, UIEIZT T &A% 4 BN 18, 12 8 GF3
RH 675 mg/12 B ﬁ;ﬁj mg. UBEIE T T 2R % 4 BHIC 1 E, 123808 G 3 =)

) AFIOARIN-AERCHAEZ, 4B 13 225 mg, XX 12 B 1 E 675 mg DETHRETH
D

<FpEBIREYE>
- 18 WELA k70 WA T D B M3 Aotk
- AERE 12 0 AL ERNC T ERR (EFRERE % (International Headache Society, LLF
[THS)) o ICHD % 3 ff B RICE-S<) OWBEEZAE T 5. XITERARHIMIC L A8
(IHS @ ICHD %5 3 iRt B ARIC & W L ORBICHEA L) DR INHEHE T, 2
O AR DFFED 50 KL T CTh B,
c 27 ) —=  FHIPRIZ, LD CM OREUER - HBE
- BERAEMNISHLEDHD
- O~@DW TR T EER B (FER ST BRE DRV DEZ 72 H
%) R8AULEDD
@ ICHD %5 3 iR B IR 1.1 BIKDARVAERR] © CHEIUD
@ ICHD 3 fRBhRD M2 Aiko®dH 2 FEE] BB LUC
® FEE gEbNE (FERZHEED S B, 1 OB I TR
@ FeEBW SN TRY ., BRIC b 7Y UREHIUIEATFERZ R L

7235, ICHD % 3 JR B> (1.2 Bk H 2 FEERE] ICEEh 2 A RREMEA B (1L
MR OFE M) R OMMEMERTIRZ L 5 AR (MER R EERE) OBERE LA HEZ

4



BT HEFITHRITEAAN N2 o7z,

[#ER]

<H k>

FTEIMEE CHL _EHeRESH 2 BTO 4 BRI H7-Y obSEEL EOER B
DN—=RFTA N DEAGEEZR 2 I8 T, T EREEE R L CEARFELE bIT, 4
HEH 720 OPERELL OB BEICKTT 2 BB R PR I,

x2 Z—EEREBESH12ETO4EREH-YDOFEELULOERERERD
' R—=RX54 o bDEILE (FAS)

AH
225 mg/4 WA#H 675 mg/12 @ 7T EAREE
(n=187) (n=189) (n=190)
NR—R T A ED 13.2+54 13.4+5.4 13.5+5.0
“EHEREEH 12 /HED 93+5.9 9.5+6.0 112454
R—=RAT A b DELEE?), &3) —4.12+0.43 —4.14+0.43 —2.45+0.43
T T RRBEL DEED) —1.67 —1.69
[95%(=5 #E XA ] [—2.54, —0.80] [—2.55, —0.82] =
p 1E 0.0002 0.0001

E 1D FHEEEERE

E2) B/ RIFHE SRR

7 3) R, MR ERON—RT7 A VRO FBEBTHEREROAELZEENR., N—XFA L TOHE
EL ORI RO ERBESEH P LER L Lz ANCOVA, 2B, REDSEMEZAETD
72912, FIOICAH] 225 mg/4 BE L 7T ¥ REOLREITV., BEENBD BRZHEEIE. KIZ
675 mg/12 BEE L 7T B RBEDO B EIT -T2,



<EEME>

BEHRERSIT, KAK225 mg/4@EE61.7% (11661) . 675 mg/12M8F£61.1% (11661), 7'
B AREE61.8% (11861) 127D bhic, ZEEREGHMICE WV TOTORE T2%L E
RO ONTEAEFZIIRIOLEBY ThoT,

£33 —EEREBESHHICEVLVTOITANDOET 2%UALICERLE-EEER
(REMBITRHRER)

AE

BERA 225 mg/4 EE 675 mg/12 HHE 75 AREE

(n=188) (n=190) (n=191)
TESFERALAE RS 33 (17.6%) 23 (12.1%) 24 (12.6%)
Ball iSRS 30 (16.0%) 40 (21.1%) 36 (18.8%)
TESFERAALEE 29 (15.4%) 23 (12.1%) 21 (11.0%)
BESTERATE TR 14 (7.4%) 24 (12.6%) 17 (8.9%)
FESTERALZ 5 FERK 10 (5.3%) 3 (1.6%) 5(2.6%)
HEbE 5(2.7%) 1 (0.5%) 1 (0.5%)
LI oW 4(2.1%) 2 (1.1%) 3 (1.6%)
THI 3 (1.6%) 4 (2.1%) 0
it 5, 2 (1.1%) 4(2.1%) 0
TN 2 (1.1%) 5 (2.6%) 2 (1.0%)
fEbEsE 0 4 (2.1%) 1(0.5%)

BI%(%)

IR bhenoTz, EEZAEEGIL. A4 225 mg/4 8HE 3 4 [1.6% (B
i, s, mEBR) 1. 675 mg/12 8B 161 [0.5% (f > 7= H)] IR b,
WIS TEEREK L OB T ST S T, BB FIRICE S e EEFGUL, mAH
BETIERDONT, T REET 26 [1.0% (rEEfE, SEREREEEM, B imEREEEM) ]
OO, 2B, BIWER X, AH| 225 mg/4 HEE 29.3% (55 fi) . 675 mg/12 A 32.1%

(61 4), 7T REE283% (54 ) IZFRBD BN,



(2) FABMAERBRE 28 L U EERIEFE S O/ (406-102-00002 FUER)
(SR DA E )

ARIOBFER e e Rard 5 BT, XKEMHAEBR (Episodic Migraine, LT
[EMJ) Ha 356 6l (AN 301 flzEte) &xtgs LiBER{L _EERT T 2%
R LIRS B AR K OEE 0 67 fisk CFEM Sz,

4 BEDOAZ Y —= T (R—=2T42) 1< 12 BEN_EERKRGHHE & S
ni, “EERERSHMEICBT DIRBREORE - ABIIR4DLBY Tholz, 1HEFT
MEE L. —ESRESH 12 ICRBIT2 4 BAMSTD ORERBEON—RF A
LOE{LEE ST,

*4 _—EEBRESHEICBTIARBRECRE A=
Bt - HE
75w REE FovRE4EMC1E, 1288 Gt3E) KTESE
AFKI225 mg/4 ERE KK 225mg & 4B 1R, 1288 GF3E) ZTRE
FIENIAK 675 mg. IR 5 R % 4 BRI 1 |, 12384 G 3 E)D
ET#5

AFHI 675 mg/12 EEE

<FERBREAE>
- 18 LA E 70 FREAT D BT A
- FEBE 12 » ALLEENCHEER (IHS o ICHD % 3 R B iRIcE3<) OREEZHE T
% SUTEEEHIMTC X v FEERE (IHS o ICHD % 3 iR B IS & W R BIZES L
W) AR SN D BRE T, DO EEEORIED 50 LT TH 5,
- 27 ) —=v 7HEHIZ, LN O EM O E T 9EE
- EERHEDN6 HUUE14 BT THD
- O~@oWnFh e TRERBEN 4 B ESH D
@ ICHD-3p WD 1.1 AikDLWFEER] © CBLUD
@ ICHD-3p ZWiE¥ED 1.2 RikoH2 iRl ODBRBLUVC
@ FERNGEbILD (HEBZHEED S L, 1 ORI TV
@ FeEZMEINTHY., BRI MY ¥ U RERIZAFEREEH L

723, ICHD %5 3 JR B iR 1.2 Bk d 2 FER a2 AEER R (I
FEME R OFHRENE) R O PERTIR 2 5 B (RMIESY T ERR) OBEERE U A HHE 2
AT 5 BAETRRICEAAN DR DS T,



[#R]
<HHE>

EEEA Ch D, “EEREES 12 0TO 4 BB D 0 IR A0S~ 2
G4 VD OEBEE S IGRT. 7R RREL R L CHARBEE bic, 40 s
D O RS AR BRI SR STk,

x5 _—EEREBE5H12ETO4EEHE-YDOKERFEERED
RNR—R5A4AoMhbDZELE (FAS)

A
225 mg/4 WEE 675 mg/12 HEE 77w AREE
(n=121) (n=117) (n=116)
N—RF A ED 8.6+2.5 8.8+2.5 9.0+2.8
“HERKEEGH 128ED 49+3.0 5.0+3.3 g2t39
N2 T4 b DEEE), E3) —4.00+0.37 —4.02+0.38 —1.02+0.38
TSR ARBEL DEES) —2.98 —3.00
[95%(EHEX ] [—3.74, —2.23] [—3.76, —2.24] —
p 1 <0.0001 <0.0001

E D PHE R RE

E2) B/ RPHE L IERERRE -

3 HEEE. MR, BRONR—R T4 VO FBERTHEEROAELZBEEDR, X—XJ7A  TORE
B O IR RIERER T LT E L L- ANCOVA, 2B, MEOSLEMZHEET LD, H
DICAHK] 225 mg/4 BEEE 7T ARBOLEBEITV., AEEFIRD bBHEIE. KIZ 675 mg/12 1
BEL TS ERBOLE T,



<BZEeME>

BEHESIL, AH| 225 mg/4 BEE 57.0% (69 #1). 675 mg/12 HEf 62.7% (74 B1) .
7R 65.8% (77 ) RO bz, ZEHEREGSHHICBNTHTIIOHET 2%
ULIZROONTEAEERERIIR6DLBY Tholz,

F6 _—EHEREBSHHICEVLVTOITIIADET 2%ULICRERLE-EEER
(ReMFEITEREH)

AH

R4 225 mg/4 WHE 675 mg/12 WEE 7T e AR

(n=121) (n=118) (n=117)
ST ALDE 19 (15.7%) 14 (11.9%) 15 (12.8%)
ESTE AL AR 18 (14.9%) 14 (11.9%) 12 (10.3%)
sl 17 (14.0%) 15 (12.7%) 16 (13.7%)
TESTER AL TR 11 (9.1%) 16 (13.6%) 7 (6.0%)
FEFTERMLZ 5 FERK 7 (5.8%) 2 (1.7%) 0
LIz oH 6 (5.0%) 2 (1.7%) 1(0.9%)
FESTERAL IEAR 4 (3.3%) 2 (1.7%) 0
HTeZ> 3 (2.5%) 1(0.8%) 0
GIEp- 2 (1.7%) 2 (1.7%) 4 (3.4%)
VESTE i 1 (0.8%) 4 (3.4%) 1 (0.9%)
IEERE 1.(0.8%) 3 (2.5%) 0
o 1(0.8%) 0 3 (2.6%)
T 0 3 (2.5%) 0
B IR 0 3 (2.5%) 0
EEMED F W 0 1 (0.8%) 3 (2.6%)
AR 0 0 3 (2.6%)
BIE(%)

FCFEITEERAEERIIRD N1, WEHILICE-TZHERRIT, AF
675 mg/12 BEETITFRD b T, 225 mg/4 HEET 161 [0.8% (EHEIAALEE) ], 7T &
REET 161 [0.9% (HERIMRZEH) ] KRB bz, k. BIERIEL. A4 225 mg/4 BH
26.4% (32 f). 675 mg/12 R 31.4% 3741 . 77 EREF23.9% (28 ) IZBDH LN
it



(3) 1BUEAEEREAE S L LT [EREIL[R S AR R (TV48125-CNS-30049 #ER)

[BroOE ]

AR DEER NZEM 2 a4 5 BT, CM B3 1130 i (HAAN 109 il % & ie)
ERGE LI-TEA(LZEER Y 7 £ AR BRI ENS 0 132 Mgk TEE S
776

SERMIRD, AV - AR, FEGEE RO E 28R IREREE 406-102-00001 75k & [F)
L ST,

28, ICHD # 3 p > 1.2 BidkoH 2 FEER) ICEEn 2 A EEAER (L
PR OFIRME) R OMMEMERTIEZ f 5 B (RMER T 5E0R) OBMERE S UTEHEZ
BT ABEITRRICEAAN DN T2,

[FE ]
<FE k>
FEMEEE CH L _EERREY 12 BTo 4 BB S OFEEL EOFERF B
DR—=RFA4 NSOV EEZER TIRT, 77 8RN L L ClMARREE bIZ, 4
BRI & 72 » O L EOFER BT 2 BB RIS PR S iz,

*®7 _—_EERiEE5EH12ETO4EBSHEYOHEEULOEREEHD
R—RAS54ohbDEILE (FAS)

AFH
225 mg/4 HWEE 675 mg/12 1@Ef 7T B AREE
(n=375) (n=375) (n=371)

NR—RF A EY 12.8+5.8 13.2+5.5 13.3+5.8
“EERESH 12 8ED 8.0+6.3 8.5+6.3 10.4+6.4
N—R2 T A b DOELEE), #3) —4.56+0.30 —4.26+0.31 —2.46+0.31
TR REEE DEE?) —2.11 —1.81

[95% (5 HEX 4] [—2.76, —1.45] [—2.46, —1.51] —
p & <0.0001 <0.0001
p THES <0.0001 <0.0001 —

E1) PHEEERE

H2) R/ADTHREHIE S AEAERRE

A 3) 5RO MR MR OR—R T4 VEORERETHEERAOFELEEDR. N—RAT A TOH
SRELL FOFER B R O ERBESERZ LR L Lz ANCOVA, 2B, REDOLEMEZRET
270, BREOEEFTMEE R ORIKMFME B IZ W, BEEIEFFIERHW b, A
225 mg/4 WEEE 7T BRI OWTOZEMMER, —EEREEH 12:8Ic8617 2 4 BfHZY D
REERBEDOR—Z T A indOEE, 225mg/4 BEE 675 mg/12 BFHOUE &L 77 BRBEIZD
WTOEETMER . 225 mg/4 AL 7T RO VW TO_EEREEH 2 Bick1T 5 4 8HE 5
720 O EEELL_EOFERE A 50%LL B Lo BRE OFIA . 675 mg/12 BEE L 7T EAREEICON
CTOFEIMER QIEIZ LB 21TV, BEICR-TEHEICROMREIT) Z & & shi,

7 4) Wilcoxon rank-sum # & (ANCOVA |Z & B EZE DO IEMMEIC DT Shapiro-Wilk #E THE (p=0.0063)
TIhoT-T-8. HFTOHEIZHEV Wilcoxon rank-sum 7€ & FERfRHT & L7Z)

10



< B>

BEESIT. KK 225 mg/4 BEE 71.2% (270 1), 675 mg/12 #EE 70.5% (265 1) .
7T v REE 64.0% (240 #) (ICRO BN, ZEERESHIMICB N THTORET
2% LA EIZRRD LN AEFRIIREDEBY ThoT,

#®8 —EERESHBICEOTOIIAIOHT2%LULIZHEBELLEEER

(REETRER)

AF
ER4 225 mg/4 AEE 675 mg/12 BEE 75w REE
(n=379) (n=376) (n=375)
SRR 99 (26.1%) 114 (30.3%) 104 (27.7%)
ST R 90 (23.7%) 74 (19.7%) 68 (18.1%)
PSR ALDE 75 (19.8%) 80 (21.3%) 60 (16.0%)
b RE R 16 (4.2%) 18 (4.8%) 15 (4.0%)
BIREA % 15 (4.0%) 19 (5.1%) 20 (5.3%)
FEMED E U 11 (2.9%) 9 (2.4%) 5(1.3%)
TESTERAL H 8 (2.1%) 7 (1.9%) 10 (2.7%)

PRSP Z 5 FERL 8 (2.1%) 6 (1.6%) 0

B 6 (1.6%) 4 (1.1%) 11 (2.9%)
Bl gk 4 (1.1%) 10 (2.7%) 10 (2.7%)
gt 4 (1.1%) 4 (1.1%) 8 (2.1%)

BIE(%)

FETIE, AHKI 675 mg/12 WEET 1l GEICE-T-AEHSR  BUPAEMIMER) &
D BTN, TRBREE L ORIEMEII RV LT S Ts, EOMOEERAEFRIT. AA
225 mg/4 WEE 5 B [1.3% (i - BHEY - REBH. Bk, BREE, REMEA,
EMEZ V—8)], 675mg/12 BWEE2 6 [0.5% (RiEHEH - FEESHEH. WL, 7
YR 6B [1.6% (i - BB, BREAE, WE. MEREEE - B - RAEVEZAE -
KYNRBUE, 5 %@,m@ﬂ]_%wan 77 B RO REE - B - R
P PETRIE - SYNBEBUE 2 R & JRBREK L OREMIT RV E Il STz, &5 HIRICE
kﬁ%?%@\$ﬂﬂﬁ@M@ﬁT7W(m%%6%mymﬁﬁT5W(HW f
SERBET 8] (2.1%) 3B b, WFNLORE CEEFICED b FLITEHEML
395 (225 mg/4 WEE 2 B, 675 mg/12 MWEE 2 F) . FESEACALEE (225 mg/4 @#F 1 41,
675 mg/12 AEE 2 B) ROFEER (FT78RE2H]) Tholo, k. BUEMIZ. AHA
225 mg/4 HEE 51.2% (194 B1)) . 675 mg/12 HFE 49.5% (186 Bil) . 77 & RHf 42.4% (159
Bl IZRBH I,

k=T

11



(4) BRI R 2 x5 & U ERRL RS MAEEER  (TV48125-CNS-30050 #ER)
[FABR DI E]

KHIDBERER VM2 ErT 5 BT, EM B3 874 il (AARN 75 BlEETe)
ERGE LI EEA(L_EER T 7 £ AXH RO ENS 0 123 ik CEM i
724

BRI, s - A&, FEMEEE RO 2BRIREAET, 406-102-00002 75k & [F]
BE&Shi, |

72%, ICHD % 3 iR B k> 1.2 RiJkDdH 2 F k) \Z& 5 st raEE (AL
FME R OFRRME) ROWEERTIR A2 5 A8 (MESL R BRE) OBEREUIEHHEZ
T 5EEITHBICEAAAN G2 o T2,

[ 2R]
<HHE>

TEFMEEE Th 2 —EHERESH 128 TO 4 BRE S Y OAERARHON—2T
A UNHOBERERIICTT, 77 ERH LI LA b2, 4 BRHZY
O R R B IS T DA R B SR Sz,

9 _—_EERBSH12EBTO4EESYOREREERD
R—=R T4 ohbDEILE (FAS)

AHAl
225 mg/4 W 675 mg/12 AEE A i i
(n=375) (n=375) (n=371)

R R G A ED 8.9+2.6 9.2+2.6 9.1+2.7
“EHERESESH 12185 4.9+3.7 53140 6.5+3.7
N—RAT A N EDOEEEY, E3) —3.66+0.25 —3.45+0.25 —2.20+0.24
TS REEL DEEI) —1.47 —1.25
[95%15 #E X 4] [—2.01, —0.93] [—1.79, —0.72] -
p & <0.0001 <0.0001
p fEES <0.0001 <0.0001 —

* 1) FHEEERE

*2) R/ FEHELIERERE

E3) BEB, MR, HIRRON—2 T A VRO R THEERORELZBEENR, N—A T4 TOR
R A MR O R RERER AL R L Lz ANCOVA, 2B, MEDLEMEZTHET D201,
BMEOFEFEE B R ORIKRAFHRIER IC>W T, EEEFFIENAV bz, AF| 225 mg/4 B
BL7IERBICOVWTOEETMER, —EERESH 2BICR1T 2 4 BHEH-0 O R B
28 50%LL B Uiz wiBRE OEIA . 675 mg/12 BEE L 7T BRI OV T O EEFHMIE B OJRIC R
BTV, AR STEHAICROEEEITH 2 L L i,

7 4) Wilcoxon rank-sum 8 E (ANCOVA (2 X B FEZEDIEHRMEIZ -2V T Shapiro-Wilk # R EE THE (p<0.0001)
Thol-T-%. FERIOHEIZHEYY Wilcoxon rank-sum #E & FEREIT & L72)
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<BZEME>

BEHEGLIT, AK 225 mg/4 BEE 66.2% (192 #1) . 675 mg/12 HEHE 66.3% (193 f1) .
7T R REE 58.4% (171 B) IZRD b, —HEEREEHMICBNTONTIORET
2%LL FICRBOONIZAEFRIIR 10D LB Thol,

£10 —EEREBEHMICEVTOTIAADET 2% LU LEICHKIBLE-EEER

(REMMTRRER)

N
FE4 225 mg/4 FAEE 675 mg/12 EEE 77 B RN
(n=290) (n=291) (n=293)
SIS 87 (30.0%) 86 (29.6%) 76 (25.9%)
eSS IS 71 (24.5%) 57 (19.6%) 45 (15.4%)
ESTERALALBE 52 (17.9%) 55 (18.9%) 41 (14.0%)
FRGE G 16 (5.5%) 11 (3.8%) 15 (5.1%)
ENGEEEN 11 (3.8%) 11 (3.8%) 9 (3.1%)
SRR 7 (2.4%) 10 (3.4%) 4 (1.4%)
RE IR 6 (2.1%) 4 (1.4%) 3 (1.0%)
B 4 (1.4%) 7 (2.4%) 5(1.7%)
Bl ek 4 (1.4%) 2 (0.7%) 8 (2.7%)
VESFERAL H ifn 3 (1.0%) 9 (3.1%) 6 (2.0%)
57 2 (0.7%) 6 (2.1%) 4 (1.4%)

1%5(%)

FET 1. AFI 675 mg/12 BEET 1 FIRRD HT=nd, TRERIE & O BB T 00 & S
N, FOMOEEREEESRIE, AHF) 225 mg/4 HEE 3 F [0.8% (RIER, £HMHHE
EPERAHETRE. ARGEZ) ], 675 mg/12 BEE2 B [0.5% (BHim, BEE)]. 7%
REET B [1.9% (BxfE - FEESEYT. EFH - FEMED E V., FERRIEERE, 3
WREUE, K, BEMET. BRWE)] RO b, T ERHOEMEERETF LT
225 mg/4 BEEEOLHVEREERRERELRE . BRI L OBEM IRV LT sh
Tro BEFRILIZEST-HEELRIT. AHF| 225 mg/4 BWEE, 675 mg/12 BRHEL T TR
HTH SHROLN, WThL OB CHEEANZR D b= F R 5 FRALALBE
(225 mg/4 FEFE 1 1,675 mg/12 EHE 2 1) . THI(675 mg/12 HEF 2 i) . A% (675 mg/12
TR 2 B) ROV 2% (675 mg/12 BHEE 2 ffil) ThoTc, e, BIEMIE. AAI 225 mg/4
TR 47.6% (138 i) . 675 mg/12 BB 47.1% (137 Bl) . 77 BAREE 37.2% (109 fi) &
RO,
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(5) EBHAERLEOKEEFEREE R E LB S5RE (406-102-00003 7

BR)

[FRBROREE ]

A BHEES Lz b X OREMROBEMEZRFTT 5 BT, REREAE 50 f
(CM % 34 B, EM BE 16 B, 2FIAARNES) ZXt5 & LcIFERENxEGAR
END 11 Mk CEME I L7z,

4EEDORA T V== TH (N—=RF A ) 1< 52 AEAEGHE & shi, 165
HFIC BT 2 1RRED R - %Eiﬁn@kkbf&oto

x 11 HEHMEICE T REORE - AE

M - HE

AFK| 225 mg/4 BEE AFI225mg ™ & 45BN 1 E, 52 @B GH13E) FZT&RS
AHKI 675 mg/12 R KK 675 mg & 12 @RI 1@, 52@E Gts5E) R THE

) CM IIFIE DR 675mg, 2B, AFOARINHELROCHEIR. 4881 18 225mg, X 12 #H
2 118 675 mg D TFHRETH D,

< F R EAE>
- 18 LAk 70 LA T D B M It
- REERA 12 » AU AN AEER (HS o ICHD %5 3 iR p fRICESL) OFEEZHET
%, SUTEERRHIETC X v F AR (IHS @ ICHD 25 3 il B ARIC L Y R EBIZEA L
720N) BRI ENDEBE T, DORBEROIIED 50 LA T Th b,
« 27 V== 7 HIMFRIC CM OEHE (R BEDY 15 BUE SR EROEYE (T
FEO~@) DWTIIOFEMFE I THERE A 8 AL EH 5) XL EM DR
(BE B2 4 BULE 14 BP0 o REROEE (TRO~@) onThrosk
HEmi- T RERAEN 4 BU LD D) W7,
@ ICHD-3p ZWiEYED T1.1 FiKDORWRER] ® CRB LD
© ICHD-3p ZWiE¥ED 112 kO H 28R OBRBLUC
@ FEERIgEDbNLD (FERZEEED S B 1 DM I THARWY)
@ FeERMESNTRY, BRIC Y F2 U RERIIFEAFEREEH L

2%, ICHD 2B 3 M B IR 1.2 RiJkO®H 5 F R IC& 5 EtEaE (AL
FMER ORI R OMMEERTIR 2 £ 5 o8 (MER T EER) ORI AIHES
BT 5BEITFRBRICHEAAN DN D 2T,

[R5
B>

BEESIT, KK 225 mg/4 BEE 92.0% (23 #1). 675 mg/12 EEE 88.0% (22 #i) 158
o, BEHFICBW T TNNORET 5% LIZRBO ONTEAEEFRIIER 12 ©
LBYThHoT,
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£12 BEHBIZEOLDTOWTIAIDETSWUEIZHKRELE-EEER

(REMMEHT TR ER)
A

BERA 225 mg/4 BEE 675 mg/12 A

(n=25) (n=25)
g% 18 (72.0%) 14 (56.0%)
TESTERALALBE 7 (28.0%) 5 (20.0%)
VST LAR S 3 (12.0%) 2 (8.0%)
BB K 3 (12.0%) 1 (4.0%)
HEHEALZE 5 FERL 2 (8.0%) 1 (4.0%)
IR EERE 2 (8.0%) 1 (4.0%)
TSRS 1 (4.0%) 3 (12.0%)
Ik 1 (4.0%) 2 (8.0%)
Sf I W 1 (4.0%) 2 (8.0%)
A e~ LR 1 (4.0%) 2 (8.0%)
HER 1 (4.0%) 2 (8.0%)

11%5(%)

ELCIERRO bR o Tz, € DOMOBEE G FEFLIL. AH 675 mg/12 IBEE 2 51[8.0%
(LR R, < BETFHM) ] ICBO 5, WP b IREREE & OB T 220
CHIWT STz, BEHFIEICEST-HEEFSIL, AF 675 mg/12 BEET 2 41 [8.0% (FE&
ERACACEE, < BIEFHIM) ] 58D b, ek, BIFEAIEL, A% 225 mg/4 1HEF 44.0% (11
B) . 675 mg/12 FEE 24.0% (6 #) 123D HNT-,

<FH&h>

FHMMIEE TH D, BEH 2 BTO 48 H 7=V O EER B O EOHEREIIE 13
DEBYTHoT,

& 13 {58152 BRI FEFEEROER

NR—RF A 1 A% 3HA% 6 4 A 12 7 A%
13.9+55 H 9.8+6.6 A 11.8+7.1 A 11.0+6.4 H 10.5+6.6 H
(n=50) (n=50) (n=50) (n=47) (n=45)
CEHE R HERZE)
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4. HEFRIZOWT

AFIDEIS & 70 2 HE OFBIR K OREANGEOHIBNIL, EUNATHON D Z &R KRD B,
AHFN OG- 72 FrEER & E NN OTEFERBZENT 5 ERAURETHD, Fiz,
AR OF 512 L BELBRWERANREIR LZBIC b2t 25 2 EBNBERTEZD
UTFOO~@DT RN CERZTMBRICBWTHEMRT2XETH D,

O HERRIZOWT

. FEEJR OJRRE, Bl & T4, 2 1RE (B BEER ORE T A KT A 22013
) BEENL, FAFNZONWT O+ ER LTV D ER (LT O < ERHEMG
>ZH) BARBNCETAHEROELEE L LTREEIN VWD I &,

<[ERMEM>

LT oEELmZTZ L,

> [ERIRFFIUEE 2 FOMHIPHE ZET LIiRIZ, BURZ 2T 2RADBIFRIC
SELUEDORKERZALTVWD Z &,

> AHIOBFHEE EHINTAT > 72 £ T, BEMHORIEIT OV TR & 8
TNATS 2N TED L,

> BREZETOREORRIIEET U TOFR0EMEORELZA L TVD
Zk,
- AAMRTES
'E$ﬁﬁ%A
- BARRES (MENFIEME)
-H¢%ﬂ$&ﬂﬁ+ =

© TIREEEUR L OEBIOTIHIC MRUFIC X HHRENLE LRI LI A, ikl
ﬁﬂiﬁ%Eﬁ%%@%Wi%ﬁ?é@%&ﬁ%b\%%ﬁmﬁ@@ﬁmﬁ@
X DIRHNESTND T &,

C)%W@E%%%ﬁ%ﬁ@WﬁKOWT

. RSN L OB FEOIZHIEROE T E%?%ﬁ%ébt
BEI ﬁﬂ@ﬁftﬁi¥%&a%@%ﬁ T52 %D miEREE, IF
FAOEHINES TS L,

® BHERA~DRRANZOWT

. EEM Y 27 FHFHE (RMP) OZEMERFEFEICEH I NZRIERC, #H
FOBEBICREE S NERWERICR LT, YRRk XITT = B O B 1 &
BT BEMEEE L, BWEAORZECMISICEA L CTIREROXESZZIT, B
WZE B 0B DS T E DIEFHIDBE S TNWDH T &,
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5. BExIS LR HRBHE
[BERRIZHOWT]
BEOBEROHIMICHT-> Tk, ATFD 1.~4.0FT_RCEHEETERETHD Z L2
BT D,
1. [EREERO3E (CHD % 3 hR) %#2BIct+ogiReEm L, AkoH 2 IAET
KDV EER OFEN A ICBHEILL ERR LD, TBERERECHD

EPHER SN TND,
2. AFOBEBLERT 3 AL EIZRBWT, 1 WA S ORERRE AT 4 AL
ETH o,

3. FEIR, RAFOFEE, BEREOHR., A NLATRU AV NMEOIFEMFRIEK
VDR BRREFREOAMIIGERE ZBICER L TWIBRETH Y, ThbOIEEEE
PNZAT>TH B AT EL 72 LT3,

4. FIRCREAGRD FERRBIEOREMFIZE (FerJ ) v —)VIGRRIE, NV 7 ok
FRU DA, BRYDUERES) oy, TiRO~@nH> b 1 2Lk
DB & o THEH kR TE 7220,

O BEB+ZITH/HELNRN
@ AREMEIMEN
® #2. XIIEHERAZOBRD DEEME~DBNRINH D

(35 0fffe - F1kizonT]

ARFNE 5 HIHEROEZ +2 B2 L, 4 BRI 1 BiRSOHEITARAR 5B mk
34 A GREFEER) | 12 BEIC 1 BRSOHEIIARREREE 3 A (1 RE&REG%)
Xik6 A QEHREH) & BRICIHEEOFRIELFHE L CUEROWENRD i
WIBAIZIE, AFIOBREGHIEEZET D 2 &, F220H% b EHRNTR GO ESIC
DWTIRET L, BERFERBLOME - BIRFIC LY AHARICKEEZ S sl l
BEIE, AHORESHIEEZET D L,

B, BARAERGE LIZRRABRIZIW T, AHID 15 0 H 28 2 5 HiRITe
AN
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6. REICHEL THETNEHHE

)

@

© ®

ARHEN DRIt LEERBBIEOBEERE DO H 5 BEIZ oW TIAFI 0K ENER
ThHoHcH, HELRNZ &,

TF74T7F%—, WERE, EREEOEEZBBUESISHSRE SN TWS, 8
Ex+0IT BEIRBO b BAIR 5 2 E BICHIET 5 72 St e g
TS5 &,

A SCEITIN 2, BOEIRTEHEE DIRAES 2 BB IC HD & ANH| O RFHE K OGE E4E
DI=DIZLERFERZ BB L COrbERATHZ &,

AFK|D RMP 23t L, ZEMRaFEAHRTDLZ &,

KA IR IEAEDIIEMBN D72 D DFEAITH B 728 . AANC K B IR HPICTRR
ERAE U EIiE, BREIDS U CRaEiaEELAVWa Lo, AFICEE 52
L,

4 BRI 1 EoE2rD 12 BEIC 1 BoFs, X 12 BRI 1 BEoRENL 48
M 1 B 5ICEFTT 2854, BEEZOYEKREIL, ZRIMOKERETERIC
1152 &,

BEIH)
1) Tony W Ho, et al., CGRP and its receptors provide new insights into migraine

pathophysiology. Nat Rev Neurol. 2010; 10: 573-582.

2) BEFROLERIA KT A AEEAR (W) . AAMRYS - PAERYS (BB .

BHEER OB A KT 4 22013, B EFER; 2013.
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